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The MAILING DATE of this communication appears on the cover sheet with the correspondence address 
Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 . 1 36(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 

- Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1 )^ Responsive to communication(s) filed on 25 March 2003 . 
2a)K This action is FINAL. 2b)D This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 1 1 , 453 O.G. 213. 
Disposition of Claims 

4) ^ Claim(s) 7-72 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) D Claim(s) __ is/are allowed. 

6) |EI Claim(s) 1-12 is/are rejected. 

7) D Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10)Q The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 
11 )□ The proposed drawing correction filed on is: a)D approved b)0 disapproved by the Examiner. 

If approved, corrected drawings are required in reply to this Office action. 

12) Q The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§ 119 and 120 

13) D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 

a)D All b)D Some*c)D None of: 

1 .□ Certified copies of the priority documents have been received. 

2. D Certified copies of the priority documents have been received in Application No. . 

3. D Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 

14) D Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 1 19(e) (to a provisional application). 

a) D The translation of the foreign language provisional application has been received. 

15) D Acknowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 120 and/or 121. 
Attachment(s) 

1) CD Notice of References Cited (PTO-892) 4) □ Interview Summary (PTO-413) Paper No(s). . 

2) CI Notice of Draftsperson's Patent Drawing Review (PTO-948) 5) Q Notice of Informal Patent Application (PTO-152) 

3) O Information Disclosure Statement(s) (PTO-1449) Paper No(s) . 6) Q Other: 
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Art Unit: 1641 

DETAILED ACTION 

1 . Applicants' response to the Office Action mailed December 19, 2002 (Paper #9) 
is acknowledged. Currently, claims 1-12 are pending and under consideration. Claims 
2-3 have been amended. 

Information Disclosure Statement 

2. The listing of references in the specification is not a proper information disclosure 
statement. 37 CFR 1 .98(b) requires a list of all patents, publications, or other 
information submitted for consideration by the Office, and MPEP § 609 A(1) states, "the 
list may not be incorporated into the specification but must be submitted in a separate 
paper." However, references disclosed in the IDS in paper #8, filed 9-5-02 has been 
considered. 

Claim Rejections - 35 USC § 102 

3. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

4. Claims 1, 4-5, and 8-12 are rejected under 35 U.S.C. 102(b) as being anticipated 
by Yabuki et al (Journal of Biomolecular NMR, 1 1 : 1998). 

Yubuki et al anticipates claim 1 in teaching a method for stable-isotope labeling 
of proteins by cell free synthesis. In this method, a technique that utilizes Ras protein 
samples in which the main chain carbonyl carbons of one amino acid type (AA1) are 
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labeled with 13 C carbons and another amino acid type (AA2) is labeled with 15 N are 
evaluated with HNCO-type NMR and 2D1-H-15N NMR (see NMR measurements, pg 
299 and pg. 300, Figure 1 ). The amino acid Ser 39 (AA2) occurs directly subsequent to 
Asp 38 (AA1) as recited in claim 1 (pg. 301, paragraph 1). Yabuki et al evaluates several 
amino acid labeled pairs by NMR techniques; such as, the amino acids Asp and Ser are 
labeled in a pair located within the Ras protein (pg. 300, paragraphs 1 and 2). The 
labeled Ras protein was then complexed with the binder protein Raf RBD, and 
evaluated with NMR HNCO spectrum and then compared with the results of the NMR 
spectrum of labeled amino acid pairs (pg. 301, paragraph 1 and pg 302, Figure 3). 
Chemical shift differences such as cross peaks of labeled amino acid pairs of the Ras 
protein were observed, compared, recorded both by itself and complexed with the Raf 
RBD, indicating interaction between the labeled Ras protein and the Ras complexed 
with the binding protein as recited in claim 1 (pg. 300, last paragraph and pg. 301, first 
paragraph). The Ras-Raf RBD complex has a molecular mass of about 30 kDa as 
recited in claim 8 (pg. 300, last paragraph). The reference points out that labeled amino 
acid pair, Pro-Thr is unique in the Ras protein and was identified by the HNCO 
experiments as recited in claims 4 and 5 (pg. 300, paragraph 5, lines 17-19). This dual 
labeling technique can be performed on very large proteins such as an entire IgG 
(binder) molecule with a molecular mass of about 150 kDa, as recited in claim 1 1 (pg. 
296, paragraph 2). Thus, dual labeling and site-directed labeling by cell-free protein 
synthesis will be useful techniques for analyzing the structures of proteins as recited in 
claim 12 (pg. 305, last paragraph, last 3 lines). 



Application/Control Number: 09/986,240 
Art Unit: 1641 



Page 4 



Claim Rejections - 35 USC § 103 

5. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

6. Claims 2-3 and 6-7 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Yubuki et al in view of Fesik et al (W097/1 8471 ). 

The teachings of Yubuki et al are set forth above and differ from the instant 
claims by not teaching the the sphere radius of the labeled amino acid pair, the 
proximity of an active site within the protein, neither does Yubuki mention the result of 
the above described method is compared to the result of any other binding or activity 
assay. 

However, Fesik et al teaches a method for identifying ligands which bind to a 
specific target molecule labeled with radioactive isotopes and said ligand binding is 
evaluated by NMR. Studies were also performed to compare binding constants of 
ligands to various biomolecules, determined by the NMR method, such as enzymatic, 
filter binding and gel shift screening assays (pg. 26, lines 18-24 and pg. 27, lines 1-9). 
An advantage of using NMR in screening assays is the ability to correlate observed 
chemical shifts from two-dimensional NMR correlation spectra with other spectra 
projections of target molecule configuration (pg. 24, lines 1-14). 
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It would have been obvious to one of ordinary skill in the art to incorporate a 
comparison method of the various assays as taught by Fesik et al into the method of 
Yubuki et al to compare the binding of ligands to various biomolecules determined by 
NMR and to also observe chemical shifts from observed by 2-D NMR techniques. With 
respect to claims 2, 3 and 6, one skilled in the art would recognized that the proximity 
and spatial orientations of amino acids within a protein can be modified in such a way to 
get the desired results, especially since it has been held that discovering an optimum 
value of a result effective variable involves only routine skill in the art. In re Boesch, 617 
F.2d 272, 205 USPQ 215 (CCPA 1980). 



Response to Arguments 

7. Applicant's arguments filed 3/28/03 have been fully considered but they are not 
persuasive. Applicant argues that Yabuki does not anticipate the limitation of comparing 
a first and a second NMR spectra to identify a molecule that binds to a protein, which is 
required by independent claim 1. The limitation of comparing in claim 1, require 
generating a first and second NMR and comparing the two spectra to indicate an 
interaction between the potential binder molecule and the labeled polypeptide or 
protein. Yabuki et al anticipates the instant limitation of comparing two spectra 
throughout the reference by generating mass spectra of a variety of labeled peptide 
fragments, such as in Figure 1 (page 300) where a chart of relative intensities are 
measured of the labeled Ras protein. The charts in Figure 2 (page 301) displays the 
generation of labeled peptide fragments within the Ras protein that is bound to the Raf 
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RBD binding protein, which clearly indicates that an interaction is present between the 
protein and the binder protein, therefore Yabuki et al anticipates the instant limitation 
and rejection is maintained. 

8. Applicant's argument that Yabuki et al does not anticipate the claimed invention 
is not found persuasive for reasons set forth above. Applicant's argument that the 
WO 97/18471 reference does not add to what is lacking in Yabuki and provides no 
suggestion or motivation to modify Yabuki et al is not found persuasive because the test 
for obviousness is not whether the features of a secondary reference may be bodily 
incorporated into the structure of the primary reference; nor is it that the claimed 
invention must be expressly suggested in any one or all of the references. Rather, the 
test is what the combined teachings of the references would have suggested to those of 
ordinary skill in the art. See In re Keller, 642 F.2d 413, 208 USPQ 871 (CCPA 1981). 

In the instant case, the WO 97/18471 reference teach the advantages of comparing 
NMR in screening assays to that of other spectra, which is the limitation lacking in 
Yabuki et al, and would therefore suggest to those of ordinary skill in the art that the 
Yabuki et al in view of the WO 97/18471 can be combined to teach the instant invention. 

Conclusion 

9. As for reasons mentioned above, no claims are allowed. 
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10. THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1 . 1 36(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Deborah A Davis whose telephone number is (703) 308- 
4427. The examiner can normally be reached on 8-5 Monday thru Friday. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Long Le can be reached on (703) 305-3399. The fax phone numbers for 
the organization where this application or proceeding is assigned are (703) 308-4242 for 
regular communications and (703) 308-4242 for After Final communications. 

Any inquiry of a general nature or relating to the status of this application or 
proceeding should be directed to the receptionist whose telephone number is (703) 308- 
1123. 



• 
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